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Stabilization of IQGAP1 by the mTORC2 component
PRRS5 mediates mitogenic LINC01133-to-ERK
signaling in triple-negative breast cancer. Tu Z,
Moses L, Hu Y, Sapkota S, Quintana LM, Guerrero L,
Bell GW, Karnoub AE. Sci Signal. 2026 Feb 10;19(924).
eadr4063.

Tu, Quintana, Karnoub et al. found that the long non-
coding RNA LINC01133 promoted triple-negative breast
cancer (TNBC) cell growth by activating AKT signaling
via the mTORC2 component PRRS. However, inhibiting
AKT was insufficient in suppressing TNBC growth
because PRRS5 triggered a compensatory, parallel
pathway that activated ERK signaling via the adaptor
protein IQGAP1. Simultaneous inhibition of both AKT
and ERK signaling, or suppressing PRRS5, proved
effective in suppressing TNBC cell growth suggesting
that combining AKT and ERK inhibitors, or PRRS-
targeted therapeutics, might prove effective in clinical
management of TNBC.
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